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Title: 



n^LARATIONUNjm^CJLF V™ nFT)R ' 



1. lama 



named inventor on the above-referenced patent application. 



2 I am aFrofessor at the University of Leuven. I nave ovei -20 y«c , of experience in 
ftefidd ofKheumatology. Acopy of my eumculom vrtae is attached. 

3 I have read and understand the Final Office Action mailed December 15 2006Jn 

oS^e Paction in nnde mice is a reliable model ^ » J^J^. 
?L Pv^iner has indicated that the y/orkmg examples show m vivo anplantati 



4, In the invention described in the application under consideration, it is 
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That a cell population expressing the markers for cartilage-forming ability are 

' of stable ^^^.J^SJ 

into a cartilaee defect is further supported by the enclosed data (Annex). 1 jeae 
£ dSSSSStto expression" by a ceU population obtained ^fron i»b^, 
of mS Shhw been identified to be representative of carulage tang 
ab^kvivo using tbenude mouse model, is indicative ^^^f 
population of producing stable hyaline cartilage when mj «* * 
defect and thus representative of the therapeutic potential of That cell population. 

mZ> modi , are reliable tools to identify whether or not a cell population 
obTtoed from a biopsy is suitable for use in me tteapy of oarage 
autologous cell transplantation. The application demonstrates mat, using the same 
TSSk mm model, the relevant markers for chondrocyte precursors cells 
were identified. As demonstrated hi the enclosed data, the markers allow 
predictable determination of whether or not these cells can-improve cartilage 
tonnXn in cartilage defects. Accordingly it is submitted we have thus provided 
Sods andSs for identifying therapenticaUy useful precursor cell populations. 

6 I hereby declare that all statements made herein of my own knowledge are true 

further mat these statements were made wnh we knowledge that willful false 
statements and the like so made are punishable by fine or impmonment, or tab, 
Section 1001 of Title 18 of the United States Code and that such willful 
false statements may jeopardize the validity of the application or any patents 
issued thereon. 
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ANNEX 



V. vfiarimeTiial data 

1) Identification of markers for the ability to produce stable hyaline cartilage in 
vivo using the aade mouse model 



identified as markers- of chondrocyte phenotypic stability. 

2) Use of the markers to identify populate for imputation into a eartilage 
defect 

populations of cells capable 

°f!5 6 SSSte n^ortto into the patients. Patients were first 

of prefacing hyaline cartilage in we*** "J . Healthy cartilage was tfaen 
evaluated to obtain a Basebne ™ ^^^S^SSS^SttLl from the 
nested fro* S^aSS molecnlar screening^ 
were assessed for the egression fC . C) ^ cells were then further 

expression of these markets was attributed a score ^ . t£ ine ji 
oultared before being re-implanted into the cartilage defect m the paheiu. 



Clinical improvement was 



evaluated at 12 to 18 months after implantation. 



JUN-25-2007 08:54flM From: 



ID: CLARK AND ELBINQ LLP Pa 9 e:004 R-B9* 



25-JUN-2007 15:06 



P. 05/06 



3) Corn**. Ww« to «»r«*m of the btatarter. «* tto o»«o» 6 

recreational activities and quality of Life (QOL score). 

Figures 1 and 2, respectively). 



4) Conclusion 



Based on the above it U ooootatM tot 
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Figure 1 : correlation between CC-score and change k overall KOOS (Person 
correlation coefficient: 0.32138; p=0.0215) 
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KOOS (Pearson correlation coefficient: 0.40172, p=0.0035) 
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Dutch, French, English, German 



MAKTTAL STATUS: Married to Catheline de Jonge, 3 children 
POSITIONS : 

1997-presentProfessor, Faculty of Medicine, KULeuven and Chairman of the Division of 
1997 P resent ™^ at ; iogy J d Qf to Department of Musculoskeletal Sciences, University 
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Senior Scientist 
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International Fogarty Fellow, Bone Cell Biology Section, Bone Research Branch, 
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1983-1986 Resident and Staff Member, Department of Rheumatology, University Hospital Ghent, 
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SriSS that I am fully aware of GCP and ICH guidelines for clinical trials, and 

fhat f am trained with regarding to these guidelines during several invest.gator meetmgs and 
initiation visits. Last training: June 2004. 
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F.PT JCATTQN and DEGREES: 



© Bachelor of Medicine: July, 1976, cum laude. 
University of Ghent, Belgium 

© Medical Doctor (M.D.): July, 1980, magna cum laude. 
University of Ghent, Belgium 

© Doctor in Bio-Medical Sciences (Ph.D.): 
June, 1986, maxima cum laude. 
University of Ghent, Belgium 

•• Board Certified Rheumatologist (Belgium, W-Europe) 
July, 1986 



SCIENTIFIC HONORS/AWARDS/FELLOWSHIPS : 

© Ciba Award for Research in Rheumatology, 1 984. 

for the work entitled "Chondrocytes in situ: a long-term organ culture model to study the repair 
of human articular cartilage", F.PXuyten 

© NATO Research Fellowship, 1986-1987. 

© International Fogarty Research Fellowship, 19864987. 

© NTH Fogarty Fellowships as Visiting Associate and Visiting Scientist, 1988-1997. 

© Expert Member of the Scientific Advisory Board, Kennedy Institute for Rheumatology, UK, 
1996. 

© Member of the Study Section Oral Biology/Medicine, NIH, USA, 1996-1 997. 
© Expert reviewer for the Human Science Frontier Program, 1 996- 1 997. 
© Expert-Reviewer INSERM 2002- 

© Scientific Advisor- Institute de Biotherapie-, Montpellier, France 
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PATF.NT APPLICATIONS: 



PCT/US94/12814 (( 
Cartilage-derived Morphogenetic Proteins, novel members of the TGF-B superfamily 

Principal inventor: F. P. Luyten 
US Application 10/379,830 

PCT/US97/18362 - 10/014,055 

Isolation and use of tissue growth inducing FRZB protein 
Principal inventor: F. P. Luyten 
Publication N° US-2003-0 139591 



US patent 09/851 .921 - US P^ ent N° 6.617 ,161 
Serum-free cell growth medium 
Principal Inventor: F. P. Luyten 



VVO2QQ4012503 

Compositions comprising muscle progenitor cells and uses thereof. 
Inventor(s): DE BARI, Cosirno; LUYTEN, Frank; DELL'ACCIO, Francesco 
Filed 30/07/2003 
Published 12/02/2004 
Applicant Tigenix 



SS^sequences and vectors useful for the prevention or treatment of bone- or cartilage-related disorders 
Inventor(s): LUYTEN, Frank; DE BARI, Cosirno; DELL'ACCIO, Francesco 
Filed 08/03/2002 
Published 03/01/2003 
Applicant Tigenix 



GB2385052 

Treatment of spondyloarthropathies 
Inventor(s): Luyten, Frank; Lories, Rik 
Filed 20020205 
Published 20030813 

Applicant K U Leuven Research & Development 
WQ2003066081 

BMP inhibitors for the treatment of spondyloarthropathies 
Inventory): LUYTEN, Frank; LORIES, Rik 
Filed 05/02/2003 
Published 14/08/2003 

Applicant K U Leuven Research & Development 

lfvt°oass a 5 y 81 B n d molecular markers for testing the phenotypic stability of cell populations, and selecting cell populations 
for autologous transplantation 

lnventor(s): Luyten, Frank; De Ban, Cosirno; DellAccio, Francesco 
Filed 24/04/2003 
Published 25/12/2003 
Applicant Tigenix 



WO0124833 

In vivo assay for testing the phenotypic stability 

Inventory LUYTEN, Frank; DE BARI, Cosirno; DELL'ACCIO, Francesco 
Filed 06/10/2000 
Published 12/04/2001 
Applicant Tigenix 
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EP1218037 

In vivo assay for testing the phenotypic stability 

Inventor(s): LUYTEN, Frank; DE BARI, Cosimo; DELL'ACCIO, Francesco 
Filed 06/10/2000 
Published 03/07/2002 
Applicant Tigenix 

WOQ125402 

Isolation of precursor ceils and their use for tissue repair 

Inventory): LUYTEN, Frank; DE BARI, Cosimo; DELL'ACCIO, Francesco 

Filed 06/10/2000 

Published 12/04/2001 

Applicant Tigenix 

EP1282690 

Isolation of precursor cells and their use for tissue repair 
Inventor(s):LUYTEN, Frank; DE BARI, Cosimo; DELL'ACCIO, Francesco 
Filed 06/10/2000 
Published 12/02/2003 
Applicant Tigenix 

TIS20030176683 Al 

Cartilage-derived morphogenetic proteins 

Inventory): Luyten, Frank, P.; Moos, Malcolm; Chang, Steven, ChaoHuan 
Filed 03/03/2003 
Published 18/09/2003 
Applicant 

US20010Q37017A1 

DNA molecules encoding cartilage-derived morphogenetic proteins 
Inventor(s): Luyten, Frank, P.; Moos, Malcolm; Chang, Steven, Chao-Huan 
Filed 13/12/2000 
Issued 01/11/2001 
Applicant 

IIS2003Q185898 Al 

Cartilage-Derived morphogenetic proteins 

Inventor(s): Luyten, Frank, P.; Moos, Malcolm; Chang, Steven, Chao-Huan 
Filed 1/5/2000 
Published 2/10/2003 
Applicant 

TIS20Q10Q11131 Al 

DNA molecules encoding cartilage-derived morphogenetic proteins 
Inventor(s): Luyten, Frank, P.; Moos, Malcolm; Chang, Steven, Chao-Huan 

Filed 5/12/2000 
Issued 2/08/2001 
Applicant 

IIS20010039Q50 Al 
Serum-free cell growth medium 
Inventor(s): Luyten, Frank P.; Erlacher, Ludwig 
Filed 9/11/2001 

iTp^anl^funited States of America as represented by the Department of Health andHuman Services 
WO9859035 A2 

Serum-free cell growth medium 
Inventor(s): Luyten, Frank P.; Erlacher, Ludwig 
Filed 22/06/1998 

IppS SeUniteS States of America as represented by the Department of Health andHuman Services 
T1S6617161 B2 

Serum-free cell growth medium 
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Inventor(s): Luyten, Frank P.; Erlacher, Ludwig 
Filed 09/05/2001 

Issued 9/09/2003 ti p . 

Applicant The United States of America as represented ty the Department of Health and Human Services 

WQ9816641 Al 

Isolation and method of using tissue growth-inducing Frzb protein 
Inventor(s): Luyten, Frank P.; Moos, Malcolm; Hoang, Bang; Wang, Shouwen 
Filed 8/10/1997 

Published 23/04/1998 _ 
Applicant The United States of America as represented the Department of Health and Human Services 

TIS20Q30009Q23 Al 

Isolation and method of using tissue growth-inducing Frzb protein 
Inventory): Luyten, Frank P.; Moos, Malcolm; Hoang, Bang; Wang, Shouwen 
Filed 28/02/2002 

Published 9/01/2003 rrr JU 

Applicant The United States of America as represented hy the Department of Health and Human Services 

IIS20020147329 Al 

Method of modulating tissue growth using Frzb protein 

Inventor(s): Luyten, Frank P.; Moos, Malcolm; Hoang, Bang; Wang, Shouwen 

Filed 19/12/2001 

Published 10/10/2002 

IJS20030139591 Al 

Isolation and use of tissue growth-inducing Frzb protein 

Inventor(s): Luyten, Frank P.; Moos, Malcolm; Hoang, Bang; Wang, Shouwen 

Filed 07/12/2001 

Published 24/07/2003 

WQ9614335 Al 

CARTILAGE-DERIVED MORPHO GENETIC PROTEINS 

Inventor(s): LUYTEN, Frank, P.; MOOS, Malcolm, Jr.; CHANG, Steven, Chao-Huan 

Filed 19941107 

Published 19960517 _ „™ T „, 

Applicant THE GOVERNMENT OF THE UNITED STATES OF AMERICA 



TEACHING EXPERIENCE: DOCTORAL AND POSTDOCTORAL TRAINE ES 

• FAES advanced postdoctoral course in the Biochemistry of Connective Diseases, National 
Institutes of Health, Bethesda, MD 20892, USA ,1993. 

• Seminars for summer students at the NIDR, National Institutes of Health, Bethesda, MD, USA, 
from 1995-1997. 

© Summer Students (1-2 per year, 1992-1997). 

© Promotor or Co-Promotor Doctoral Students: 
Marco Helder, Ph.D., (1992-1993) 

Bang Hoang, M.D., Howard Hughes Research Fellow, (1993-1995) 
Steven Chang, M.D. (1993-1994) 
Francesco DelPAccio, M.D. (1 997-2003) 
Cosimo De Bari, M.D. (1997-2003) 
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Kile Lories. MP . (1998-2003) 
.Terpen Evckmans (2001 -present) 
Marechal Marina (2003-2006) 
Melina Daans (200 3 -present) 
Giovanni Matricali (2003 -present) 
Niis Stefaan (2003 -present) 
Bellon Ellen (2005-present) 



o Postdoctoral Trainees: 

Pine Chen , Ph. D. (1992-1995) 
Sharon Tomaskl M.D. (1992-1993) 
Kerning Lin, M.D. (1994-1997) 
Terrig Thomas, Ph.D. (1994-1997) 
Ludwig Erlacher, M.D. (1995-1997) 
CheeKengNg , Ph.D. (1996-1997) 
Premvslav Tvlzanowski,, Ph.D. (1997-present) 
Dirk De Valck, Ph.D. (1998-2004) 
Rik Tories. M.D- Ph.D . (2003 -present) 
Astrid Baklcer. Ph.D. (2004-present) 



Visiting Scholars: 

Georges Zalzal. M.D., Associate Professor and Chair of the Department of Otolarynglogy at 
the Children's National Medical Center, Washington. D.C., USA (1 992) 
Slobodan Vukicevic. M.D., Professor, Department of Anatomy and Cell Biology, Zagreb 
University Medical School, Zagreb, Croatia (1992-1995) 



EDITORIAL BOARD MEMBER: 

© Annals of the Rheumatic Diseases 
e Bone 

o Journal of Dental Research 
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